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REMARKS 

By this amendment, Applicants have amended the specification and claim 
3 to correct errors of minor character. No new matter has been added. Applicants 
respectfully request entry of this amendment and allowance of the pending claims. 

Obviousness-type Double Patenting Rejection 

The Examiner rejected claims 1-14 for obviousness-type double patenting over 
claims 1-14 of U.S. Patent No. 6,635,419. Applicants submit herewith a terminal 
disclaimer with respect to U.S. Patent No. 6,635,419 and the required fee. Accordingly, 
this rejection is now moot. 

Rejection Under 35 U.S.C. §103(a) 

The Examiner rejected claims 1-14 under 35 U.S.C. § 103(a), for allegedly being 
obvious over U.S. 5,580,732 (Grossman '732) alone or in combination with US 
5,210,412 (Levis). Applicants respectfully traverse this rejection. 

The Examiner alleged that the present claims are obvious in light of Grossman 
'732 and Levis, because these references allegedly teach DNA sequencing and separation 
of primer extension products by any means including a sieving matrix (Office Action, 
pages 4-5). 

Applicants respectfully disagree. To establish a prima facie case of obviousness, 
all of the claim elements must be taught or suggested by the prior art. In re Vaeck, 947 
F.2d 488, 20 USPQ2d 1438 (Fed. Cir.1991). The present claims include sequencing 
methods using a target specific primer that has a mobility-reducing moiety, which 
reduces mobility of the primer in a sieving matrix. The cited references fail to disclose, 
teach or suggest the claimed invention. 
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Grossman '732 teaches DNA sequencing using modified probes in a non-sieving 
matrix to impart a distinctive ratio of charge/translational frictional drag. Applicants 
direct the Examiner's attention to Grossman '732 Summary of the Invention at column 3, 
lines 9-14: 

The invention is directed to a general method for altering 
the ratio of charge/translational frictional drag of binding 
polymers so that the binding polymers, which otherwise 
would have substantially identical ratios of 
charge/translational frictional drag, can be separated 
electrophoretically in a non-sieving liquid medium 
(emphasis added). 

In fact, Grossman '732 actually teaches away from using a sieving matrix by 
teaching the disadvantages and problems associated with a sieving matrix. The 
Examiner's attention is directed to Grossman '732 column 12, lines 35-46: 

The ability to fractionate charged binding polymers, such 
as oligonucleotides, by electrophoresis in the absence of a 
sieving matrix offers a number of advantages. One of 
these is the ability to fractionate charged polymers all 
having about the same size. As will be appreciated in 
Section IV below, this feature allows the probes in the 
probe composition to have similar sizes, and thus similar 
hybridization kinetics and thermodynamics (T m ) with the 
target polynucleotide. Another advantage is the greater 
convenience of electrophoresis, particularly CE, where 
sieving polymers and particularly problems of forming 
and removing crosslinked gels in a capillary tube are 
avoided (emphasis added). 



Grossman '732 discourages sequencing in a sieving matrix (e.g., gels) because 
Grossman teaches that it is difficult to make gels that are reliable for sequencing. The 
Examiner's attention is directed to Grossman '732 at column 2, lines 60-65: 
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A major impediment to the widespread application of 
these approaches is the requirement that gels be used in the 
separation medium of the capillaries. It is still very time 
consuming and difficult to load and/or form gels in the 
capillaries that have sufficiently uniform quality for 
reliable and convenient sequencing (emphasis added). 

Clearly, Grossman 732 teaches away from using a sieving matrix. Moreover, 
Grossman '732 does not address the problem caused by interfering signals between 
labeled primer extension products and detectable breakdown products. Accordingly, 
Grossman 732 cannot render the present claims obvious. 

Levis does not disclose, teach or suggest sequencing using a target specific primer 
that has a mobility-reducing moiety, which reduces mobility of the primer in a sieving 
matrix. Rather, Levis discloses methods for sequencing nucleic acids using mass 
spectrometry. The Examiner's attention is directed to Levis at column 4, lines 14-17: 

It is an object of the present invention to use current 
sequencing technology with a mass spectral method to 
directly analyze the products of enzymatic DNA 
sequencing reactions (emphasis added). 

Levis in the Summary of the Invention at column 5, lines 5-13: 

Described is a method of analyzing an organic sample, 
comprising the steps of: a) providing an organic sample in a 
medium which absorbs light; b) vaporizing the sample and 
the medium into the gaseous state; c) ionizing the 
vaporized sample; and d) detecting the contents of the 
vaporized, and ionized sample (emphasis added). 

Levis says nothing about sequencing using a target specific primer that has a 
mobility-reducing moiety, which reduces mobility of the primer in a sieving matrix. In 
fact, Levis does not mention mobility-reducing moieties at all. 

In contrast, the present claims include sequencing methods using a target specific 
primer that has a mobility-reducing moiety, which reduces mobility of the primer in a 
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sieving matrix. Neither Grossman '732 nor Levis alone or in combination disclose, teach 
or suggest the present claims. Further, neither Grossman '732 nor Levis recognize the 
problem addressed by the presently claimed invention e.g., interfering signals between 
labeled primer extension products, and detectable breakdown products that can elute with 
extension products and obscure the signal from the labeled extension products. 

Since neither Grossman '732 nor Levis disclose, teach or suggest the present 
claims, alone or in combination, the claims cannot be considered obvious. Accordingly, 
Applicants respectfully request withdrawal of the rejection. 

Conclusion 

Reconsideration and allowance are respectfully solicited. 

No additional fee is believed to be due with respect to the filing of this 
amendment. If any additional fees are due, or an overpayment has been made, please 
charge, or credit, our Deposit Account No. 11-0171 for such sum. 

If the Examiner has any questions regarding the present application, the Examiner 
is cordially invited to contact Applicants' attorney at the telephone number provided. 



Respectfully submitted, 




William D. Schmidt 
Registration No.: 39,492 
Attorney for Applicants 



Kalow & Springut LLP 
Telephone No.: (212)813-1600 



